ABSTRACT
INTRODUCTION

55
In mammalian hematopoiesis, multipotent stem cells follow a tightly-regulated 
64
The future larval hematopoietic organ in Drosophila, called the lymph gland, 
196
For niche size and cell number, data were tested for normality before performing statistics using Notch activity is localized to crystal cells, we examined Notch activity using specific reporters.
221
We found that a reporter of Notch the reporter activity levels are distinctly higher in the third instar lobes ( Fig. 2A-D) . 
NICD expression promotes development of crystal cell clusters
244
We first examined Notch's role in crystal cell development. We were surprised to find Valium 10 in the niche (Table S1 ; Fig. 8) . As is the case with wasp-infected animals, mature 299 lamellocytes were most often in the cortical zone, rarely at the medulla/cortex junction, and 300 never in the niche or posterior lobes.
301
Since basement membrane disruption correlates with the presence of lamellocytes (Table S1 ). Basement membrane in the control lobes Table S1 ). Lamellocytes were also observed in smear preparations of circulating hemolymph of 306 N RNAi animals (Fig. 8F) but not in control smears (Fig. 8E) were observed close to the GFP-positive cells (Fig. 9A-B' ), but away from the niche.
315
Knockdown of Ser (Fig. 9C-D (Fig. 10A, B 332 arrow) and strong lobe dispersal (Fig. 10C, D C''), and a majority of newly-differentiated cells are observed in the cortex (Fig. 11) . Thus,
341
consistent with the N RNAi experiments, lamellocyte differentiation is non cell-autonomous and a 342 majority of newly-differentiated cells are observed in the cortex (Fig. 11) . (Fig. 12A, A' ', blue).
353
In Antp>N RNAi lymph glands, the "high ROS" population (presumed medulla) is depleted (Fig.   354 12B). However, Antp>mCD8-GFP-positive cells with N RNAi show no change in ROS levels and 355 exhibit significantly low or no ROS (Fig. 12B'' ), much like the niche of control lobes (Fig. 356 12A''). Even NICD expression in the niche did not alter ROS levels in the niche (Fig. 12C'' ).
357
However, ROS levels are significantly higher in the N RNAi cortex (Fig. 12B) the same activity maintains lamellocyte progenitors in an undifferentiated state (Fig. 4-10 ).
385
Lamellocytes themselves do not express high levels of Notch (Fig. 1) suggest that ubiquitous Notch activity in third instar lobes (Fig. 2) programs all clonal cells into crystal cells (Fig. 5) .
400
We were surprised to discover that temperature-restricted N ts lobes are immune 401 competent and can produce lamellocytes (Fig. 7) . Thus, reduced Notch does not compromise 402 lamellocyte differentiation (i.e., Notch may not be needed for lamellocyte differentiation). infection is observed upon RNAi knockdown in the niche or cortex (Fig. 8, 9 ) or removal of N 406 function in somatic clones (Fig. 10, 11) . We propose that a second role for moderate ubiquitous
407
Notch activity is to generate a signal that shelters lamellocyte progenitors in the absence of 
Notch signaling blocks the production of high ROS in anterior lobes
432
Reduction of Notch signaling appears to influence progenitor quiescence via increased 433 levels of superoxide ions in most lobe cells, but not in the niche (Fig. 12) . Surprisingly, cells in in the cortex remain to be explored.
449
The developing lymph gland has emerged as a powerful system to study mechanisms A, B) is significantly reduced at non-permissive temperature (C-E).
657
Standard deviation is shown. 
664
LG refers to lymph gland; standard error and p-value are shown. 
